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II. Scientific nature and a position by taxonomy 



The microorganism specified in the column I was attached to documents 
in which following matters were described. 

■ scientific nature 
M a position bv taxonomy 
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Daiji NAKA et al. 



In re application of 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 




Serial No. NEW 



Attn: Application Branch 



Filed December 4, 2001 



Attorney Docket No. 2001_1797A 



SPECIFIC ANTIBODY DIRECTED TO ACTIVE 
HEPATOCYTE GROWTH FACTOR ACTIVATOR 
AND METHOD FOR USING THE SAME 



CLAIM OF PRIORITY UNDER 35 USC 119 



Assistant Commissioner for Patents, 
Washington, DC 20231 

Sir. 

Applicants in the above-entitled application hereby claim the date of priority under the 
International Convention of Japanese Patent Application No. 2000-370435, filed December 5, 
2000, as acknowledged in the Declaration of this application. 

A certified copy of said Japanese Patent Application is submitted herewith. 



Respectfully submitted, 



Daiji NAKA et al 



By 



Warren M Cheek, Jr 
Registration No. 33,367 
Attorney for Applicants 
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[*fttf£«t] 21.000PJ 

[4&#£J M» i 

[4fc#£J M i 

i 

[^ffiSfftf 9300355 
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mm%] mmm 

m&mi] m&mBtmmwnm*7im'<-*- (hgfa) turn 

[ff#^3 ] S D S - P AGE^-e^34,000~,^j98,000$:^f SffiiHG 
F A fcfgfi U ^ffittSHG F A L * 2 lCSH*<Z>ifi#o 

[If #^4 ] S D S - P AGE^"e^34,000~^j38,000§:^f MffiSHG 
F A&^!^-r^>W^^3 (CsB*(7)^#: 0 

[»#^5] fSftSHGF AC7)f&|g#;-eS>5^?SttMHG F AC7)^IK^^ 
7 ^ J BftA^SSC^.T407#g(Z)7;i/^f->h408SS(Z)>r V n >f S/>HT?l85fe4H» 
£^tt£Zl£JC<k »J?5Mlt^SffiffiSHGFA?:|gib, ^ftlHGFA 

[fff*3l6] SttSHGF A£S8iSsU MIHGFA, fttfSffiSH 

gf Ai:^n^7-if-f ^tn^^-wtt^ftSr^KWJcaiKLJ&v^^y 

[»#3g7 3 lt^«2~6(Z)VNi--ti^-^^ia«c7)^7 * u-±)\s$ifo* 

tS, SffiSHGFACim 

* rt # 5*1 t\ 8> Ffr ^ *i t- * f* B? ^> 7* " V? f> Iff 8 r IF 7 W ^ ^ ^ 

U , Hw M a * 7c ii nil ft & ~e & o ft * j£ 9 & tic co ,/i & , 



JtWiF.fcJ 2 0 0 l - 3 0 8 0 3 0 4 



4 #2000-370435 

HGFA£M^t-<5:i££#^£:^-£ff*igl 7 sfcfclil 8 tcaB«©3f <y ho 
e> 3 i: if 17~1 9 CO JStc|E*0>3r y K 

[I»#rl2 2] ^'[4MHGFAM^(cMv%oifiitt : feb<^ifal§l^fe^^ifii 

[ooo l ] 

*&mi*> ft&mm-fflmmmm+TVrj (hgfa) izM-tzftg 

Mmftmhtfc * -fr. It ^ / * n - ;i tn f* . -z-^^m-fr^-t^ h /Kifff 1 ^* ^ rm-t 
&<n%mz&m&£.{* t& ft is <fc ifii i« 60 isg flsi^ffiicfflts , 

r , 1 
I i 
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[0 0 0 3] 

ffFlWJl&JtSlH^T ?-T->f ^- # - (Hepatocyte Growth Factor Activator, 
T THGFAj tlZ-t) *<DmfttpjblZ-ZV y9££*m-fZ-£V y^WrT 
-If©— H£ LTfclktlTV^ CgW£> J. Biol. Chem. ,268:10024-10028(1993) 
) „ HGFAIt —&&fJifa^7UT7-1iifiltmM& • Mm&iJXT- KiCgg 

tlTV^JJflfflJM^ilK^- (Hepatocyte Growth Factor ; J^T l"HGFj iH8§f) 

(#P>J. Biol. Chem. ,267:20114-20119(1992)) (CftMLT, 3 tl £4$Mft&lC|8^ 
#fl¥LT^'[£ftt-£^--?&ffifr&^l,T^3 (Tlif^> Cytotechnology, 8: 
219-229(1992)) a l^l^^^HGF A©#ffi(t ^ y h SMV^gM^T^b 

J. Biol. Chem. ,271:3615-3618(1996)) , t h (TD^^JC -5 $fg£ <fc tflfil 

[0 0 0 4 ] 

HG F AiiS D S - P A G E &tC £#J96 ,000~#J98,000 (J^T T98kDa 

hgfaj tm-t) zm-f&ot. "t&mmmftiT* ;mfrt>mz.T372&g<DTji 

*,^34,000~,^J38,000 (J^T l"36kDa HGFAj iH&f) fc^-tfc^tffclSjJlT^S 
X 'V r - !.*• ( _ W<f)* fr> " (+ '^$ft /V <T) /\ n -V - / -r. / - h q n q - 

• r • : " : > ;fn : n < v c •• > (,",] c !>K Ml S> W *: C i : _fc ; J |'| : <l ! . 

3 MUtfW 2 0 0 1 - 3 (.) 8 C) 3 0 1 



#2000-370435 

*i»HG F Al*VZ)],y 4 K*g^T?/vrP #>f T-fbLfc H 
GFA/\h«£*l3 0 :«itltHGFAlt ltT'l)§HGF^#M» 
ICfgHSffcf 5 £#/L6tlT^<5 (T^^J.Biol.Chem. ,268:22927-22932(1993)) 

o 

[0 0 0 5] 

HGFA©jfiitf»«St^fll©BB3tS:»«f"tStctt, t MIE <ft$t> 

o fit, ?SttMHGFA&4#M»ic«im*fctta!i3e"rsfc»tctt, ssihg 

F A5r«#>T$#MlftlCigIBU ^?S'I4MHGF Afcfc^jRftlCgliJLfc^ffiR&f? 
[0 0 0 6] 

?Sf£MHGFA£^JSifttCS8i»U ^vS'KM H G F A teHM^Cfg 
fiL&^lTt^ lTO#:£MVNT?§ttMHG F A^f^m itFiCffiftlH 

[0 0 0 7] 

[ wk m z m & i" s » cd ^ ® ] 

MtSfcft, t hJfe*tCfel-t«6HGF Aj£i*0!)fllS5S|**fc o £?\ HGF 
A (C^f -5 V ^ X^y* ?D — £ L T^tl ^ tlT -57E10 , Pl-4, A- 

1, A-6, A-23,A-32, A-51, A-75 (^SJf,, J.Biol .Chem. ,271 :3615-3618(1996) 
) fcffiW 2mttHi-y »;*m*m\<^tzmmmWitf(<km'fT?& Cenzvme-linkeH 

n murine lie i>>,,i : .. iix ■; f.Vi j i L 

- kf&a, is^^m z&cibttzm* (j)&B&%cDihm utrntt-iZiium) ic 

. f>./)* / 7 □ - h ; L nUf^ ;IJ ^ !•: !. ; S \;f^ cA. ftfrv; \ £ ii A 

•1 tf'iJilit* 2 0 0 1 - 3 0 8 0 3 0 -1 



#2000-370435 

[0 0 0 8] 

£ "f , H G F A J; tf^MtS© 2 t S 1 1 A^, 

tloOHG f A(c*f^-£#^y ^7 n-^-;b^<7))KfStt$:^ff Lfc„ JlftlfttCte, 
jSttSHGFAfci^iSttlHGFA^ftlf^&iffi^b - MCtfif$ii\ 

ibCD^J ^n-t;^H SttiHGFAJSiMfiSHGFAfflS^CS 

^tie^?S'(4MHG F A (T^f <^J. Biol. Chem. ,268:22927-22932(1993)) , £ £ 
te'ti&m&mUm H G F A £ ^M'tlM H G F A L T ^ -5 3 £ & 

*u m^l#ffl=E;^n-t;«$:tfflLfcELi sAig^t'H hgf 
At t h < ¥5 £ v^ r. 4: L 

[0 0 0 9] 

*i^*»^#e>tt, HG F At±?gffiS!J3 J:tK^ttM(0 2^*^#^E-r*i 
fit, SBMf^&jtfcfciiglfL ^fiSHGFA^Mb, ^vS'MHGF 

<fc»J,fc h ^f*:^^* 1 5 S H G F A t SJt H G F A £ li 

[ 0 (J 1 0 J 

£ , * 56 W (7) ffi M H G F A n % m ffl £ £ fi; *3 «fc ^ (7) >y N & ft" Mi L Ac 

% A 1'- it ft . ^.^ft'i^fc - ii ^ -r. * o M o/J}, rl'-V'^i/ii «-'>ifo 



Hi, I'll': W 2 0 0 1 - 3 0 8 0 3 0 1 
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[001 1 ] 

nm zmmv r=. mm. mmmhuy^ymwmv&zTJiJSba a y * mm t <s 
z£iz£ »j, iftt$g^oSfia<?5ttiHG f A&aw^-rsit^BriB* ^ 

[0012] 

Q 

en mnmM-mmmmm^r (hgfa) ttmmirz>$rLft~?& 

oT, ^ffiffiSHG F A§r||^^iC^l|ib^^m^c 

(2) t^n-t;bMt'*5 (1) tf)Ja#:„ 

(3) SDS-PAG EffiT?l^34,000~^98,000$:7^-trS'f4MHG F A &|SIiL 
, WIHGF AZm9tM^MmL&^ (2) C7)^ 0 

(4 ) S D S - P AG EmV ,ftj34, 000—^38,000$: ^i"-?S'f4MHG F A &fg|gSf 
<5 (3) <7)K^ 0 

' - i ' '.M! •«! it - r: \ r; fifr B=|* f |c 1?- ~ TCattiplH n r: \ -n p ftp Ejtf fr'> -77 - f fty fy\ C- 

■ .-. 'II.. 

J: U rfif't ft LTvx * ft-ffe M HG I-' A & ^JiJi l_ . S i&WM 1 1 G F A & £ 'it Wi: IS 
US L & ^ ^ 7 ^7 □ - -f ;iFl^ 
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(7) (2) ~ (6) an^ftiA^^ey fn-t;i/j5i{|;&41t6A^7' l J K- 

(8) (1) ~ (6) 1 MXMM&fflVNT, ffittSHG 
F AZft&^WUmzj: ISttiHGFA 

(9) MHGFA^KtoW, ^<©&£«&# 3; fcl±&&lfr 
»^Jfc3 4x££fM#7?&o (8) (7)^ffi 0 

(10) mnmmt>\ mm&m. *isi, mmmt 

fcl,Zlkfe&-V&Z> (9) (Dij& 0 

(11) ^lffllV^S,S^MA^^$tlfeiM5>*©Mf HGFA& 

(12) m$%&-&. &m&m&. >m«s. m&&. mmmt 

fetiAMT'feS (11) oOTj&o 

ts (i i) ifeii (12) (7)#& 0 

(14) tulH^^^^I&^T-feo (13) 

(15) lfll^^^i>^lfilSlTfe^ (14) (DU& 0 

(16) falB^f*:^^tCT;i/^hDA->$:^^tJi-^3^$:#Mi:1-e (1 1) ~ 
(15) WVN-rtl^cT)^-^, 

(17) (i) ~ (6) </)^irnfra)mk(0 i mxii&mMZ^fr. Mhg 

&mizm^<bti& (l 7) fflt7K 

/ 1 q > -rt-' m t, £,f. 1. \ rr\ ~ -T. *\ r\ if' Hv ^ *i ^ '<k M)' <^ r! r " r .M: nj'J r r r. T? \ -flit 

( 2 o j *■>;■ ft i'J ii f ci ,\ ./) & m t r- \t m ;\i & . & # i£ (2 1 - j: o a f / o a i: & m 

tt5 (1 7) ~ (1 9) -.7) V ^ ftl tf) 3r W h , 

:•: : AA'i -2 ' -! A AA1 * . : A AA flf M J n'li/Tv A A - A . L A - i: x : 



/ 
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(2 2) ffittiHGFAlglC^^SMt L < Ac &£lfa(Z)££lftHCffl V* 

-5(2 1) (OMlfeWo 
[0013] 

LfcV*^ *n--*-;i/jfi&£, r ?S'ffiMHG F A$#||lft^V" * □ -^l/jfiftj , 
fSffilHGF A?:^lWiHGF A &£K«KSBSK Ofc^jtfU * D-^;i/ 
Jftft:?:, r^.f^§L[HG F A#H6^U * n — J-Mfifrj £ 
JC, £jfte>&*6ffrLT, r^HGFA#H»j h^eiit^S. £ £ 
, ^ffiSHGFA&ilf^j JfiMJafoSJ&tCJ: yffittSHG F AtC*g 

^tS^fc &VH\ Wff§9HGFA$:||fWiCMl^V^ fctt, ffimtfifr 
BLJ&K <fc >)^m&%lHG F AfCHJClftfCMl^L&V^ h fcV^o 
[Mtf>Hdfetf)BJgU 

[0014] 

*»WlCfeV^TM^e)4xS WHGFAj hl±, ^0>gjgT&5ffF*IHflBff 
SIIS^ (HGF) IC^ML. f©^ffiiT'feS-*ISHGF (# *>J.Biol .C 
hem. ,267:20114-20119(1992)) A^MSt&5^*iSHG F &C gg & -f €> fB # 

HG Ftf)fS3RP*1#?y ^ ;i^6ix.T4 9 4#gffl7.il/^->il4 9 5#|©^ 

_ <p- t * ,r> tf= f n r, \ .^i :>x- w »•* ;-t ^ -« -ft ~ ■ -tc $f f " ^ 

[ U U 1 ij ] 

ffittSHG FAlt Mfrifttcte, M f^6-l 53946 tC 3d *Sc£4aT^S HG 
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^■^tlSo ^COrS'ffiMHG F A&, -ea)N5f5jgA^|fi3£^jJ|Stifca^<0^*S 
^tffittSHGF AtffcJ&JflTfcy, -eoMilLTaTcTODS DS-PAGEC 
T5^**tr98,000£^t><7X * &^60fSfTO&7 S ySft^e>«>LT88#B<0 
7 ;iz ^ - y £ 89# i CO 7 9 - > We mfeftM ^^IttC (D^szff- KT?&<5 

^43380, 000 £^£;<7X * ttfifRBM&r ^ >> ^ ^^X.T372# B ©T^/ 
¥ ^ > i: 373$ B 60 A U > 18! T? jt S^WfeC «{i60 ^ y ^ K T* & 5 
4#536,000S:^"r%(OA«#^E-rs. S&omtMv^^nSfSttlHGFAttt 
, ^©^JltClS^atiS -i:«;<, •£<Z>3SKT*&.&HGFS:$St£'ffc'*£fl6#£ 

[0 0 16] 

F A SfeWffifHG F A liTtf & (J.Biol .Chem. ,268:22927-22932(1 

993) left V\ H h*^©lfll«J:»;»»Lfet»<7>S:«M^*it3?»««ri6Tf&S. * 
fe4#BB¥6-153966fi«fctJCWMr¥6-153946lC3a«3tl"r^*HGF A cDNA^ 

,ttx.5eit- & * h g f a zmm u £ * <o «rtgi:-& s „ 

[0017] 

#&C, ?SffiiHGFA#IWSiftS:JRftSfei!)(Ctt. MMKI, **U- 
->^*fflMibt, ^fSttMHG F A^ilA LT V^^Vv^M^CO^'f^MHG F 
A, SiDWHG F A^MALT^^'^A-MSoO^m'flMHG F ASlit 

rcoj: e>&B#J^<b, ^T'&Mf&iS'ftMHG F A. ^ 
jSttlHGFAtLTH HGFA c DNAfflLfelM5ei^lH 

MPLlf, #K!¥6-153946lC8Ett3*lT^5HG F Afrj,Sgfl£& n - KtSHG 
FA rP\'A^ff|l -f.^-fc.fj* ;-f • ftfi *. :* fU ^ * * r fffi A ' 

^ 1 1 ^ I'' A & *gJ!H L 'C Mo .2*1 e 3 oOiife AUHJi&oOJff $ hM * A- tiUB^PM, 

: 'I tjl V Sh 2 
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HidiF.W 2 0 0 1 - 3 0 8 0 3 0-1 
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• » 

* fcMM7k%:&.M-$~ Z> Z\ < , Rapid Translation System RTS500 (Roshe D 
i agnostics*!) & £' L TcU,^^ W*£0>te^ • * t- A ^T, @ 

tt^HGF a sogers dtfcnrtB-e&s. 

[0018] 

A c DNA^i&^lfiJiB&^JE^^^-^^n^-^-T^fC^ALfc^^^^^- 
£ ffl V * fc *J , #^^6-153966 SB* $ tl fc# iC M S & S/ ^;i/gE#f £ H G F A gff 

c d n a Slg#s-efe»«»jfi»M^f * - , *£&£3fc^y^;bffl#!£H 

GFA?SttS:»S|'rsiB^S:#'rsiKJgc<o c D N A 3i±£i»M2i!383l 

ffflHG F A cDNAMbt^ttMlT, ^©«*±»*»e> 
[0019] 

r<Z> J: e>fc#&T?#*>;ftfcM&*gft®T*£>.SHG F AW\ -fl3«HC ii^ffi 
S"el)5 0 lot, Tfa£>09#& (J. Biol. Chem., 268:22927-22932(1993)) 

#fc, 3©^ttlHGFAi;^LTiiffl huy\£y&&TJ^*^ h^>ffiWt 

G F A&tStt-fb3-ti:*3i:*<BrtBTS>S H ^CD^MfC J: UfStt-fbStifeHG F A 
l±, HP LC&^MLfe^ t ;i/atja*fcl±T7>r--r^ -?07 h^*77Y-Ti 

[0 0 2 0] 

W§mgCDi^?SffiMHG F A £ <fctf*?Stt3!HG F Ate, ITlg 

T- & % f J t-t T- ^ < rt-M- TT O F \ K W |Y>r -hf M n ,i ffr % *- ^ -7 / - — v - 

[0 0 2 1 ] 

5 <f i 1'/ ; i ; :■ :• \ a m. * v ^vi- ,j; ^ • . ! » t/.^ ^ft,/)-^ a , 



tfWiF.W 2 0 0 1 - 3 0 8 0 3 0 i 



#2000—370435 



o I©j:o^?SttSHGFA^ilA$llfe^ttlHGFA$:ffl^tU> mz^f 
HGFA^IASft fSffiS HGFA^ffl^tlt vS'f4M H G F A 4$ MI& 

JtT'JfcS, *^T?*l8W#e>tt, WSHG F A & IHt§^(DAS^ISffi 

JRWha>^>IfHt*57;i/.T!fNDA> (H^Jfc&KIE («c) ) &HGFA 
iZ&M-r&Z ZH &I^fe'bfe„ t4fc^^ttIHGFA©i 

^; ? a—r)itfifox>? V -=.>?<Dm* ^FvSttMHGF Afcy;i/#h 

^ifctfBTIB-e&So ^^T-MS^^tlfe^ftMHG F Afcfc, ?S'f4MHGFA#M 

LT^SfrLV^U 3 ^tClSttSHG F A 

[0 0 2 2] 

^FM'f-feSHGF Ali, MSHGFAigHLTISffiSHGFAS:^ 
HG F A&^LTMSHG F A S:^KW»CSI» L v^ft^O^Sra 
[0 0 2 3 ] 

MiHG F A & t it 5 ® S 'J — — 

ytrmffimULX. F A t^jgftSHG F AC - j^ftlBi!^ ( 



:>X- -W- >f'J 1 1 H r; ^ n r* r ft ~fl- ifii [ - ? + M ' ' r i \ ^ •, \ *fi (\V -t> -/ V? Tf !w* - u 



fli c & vi . 3>ti-?-7D 7' 7A1: J: U hvr'l: 1 ^ n g f a & j; f i.'/ff-'V- 1 1 g 
F A (07^; S^fid^'J «fc U /c 3 > 7 * * - v a > Ifia & L«f L L X HW. Lf=.(7) 
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[0 0 2 4 ] 

GENETYX (SOFTWARE DEVELOPMENT CO., LTD) & il*(Z) # > /\° ? SC^tiift? 
ffV-7 h^iTMLt, HGF ACDT^ ygESB^JiCKf -£>«#^^. 
HG F A£ <fcWv£ttMHG F AtCgif SMtR'S • i$?Ktt(Z5*gjtgP&> Cho-Fasm 

y - LT^lJfflLTt) iV^ SftSHGFAlt HGF 

AtM8#*>^*e<Z)»iR|»*&y3 /K^e>»AT407#B©r;i/^n>i:408# 

bow vn>r $/>isn?i8j£##?:3ttfc7 s j mmFizmvx^z* 

ttSHGFAli, ^CD407$g(Z)r;i/dr->^408^:g6D-f y O -f 2/ >|ffl*<3*iK 1/ 
fcT ^ ^IftBH^J&^UTV^S. ffiot. MSHG F AfCfi^&itlHSttMH 

mmmt. mn 1 cor ^ y mmm (m&m^ d con ^mma* ti7^; m^s 

[0 0 2 5] 



SS^'J 1 : 


GRRHKKRTFLRPR 


@E*'J2 : 


RRHKKRTFLRPR 


SS^'J 3 : 


RHKKRTFLRPR 


BB#|4 : 


HKKRTFLRPR 


@H?'J5 : 


KKRTFLRPR 


if? J R : 


K R T p T R P R 


rlli 8 : 


Y F F K P k 


S2#J9 : 


F LOPR 



#2 000 — 370435 

gH#I 11: O P R 

@B?lJ 12: PR 
[0 0 2 6] 

^MffiSHG F AiCli#^E-&-r?SttMHG F A©^{C#ffi-TST^ 7 g?SB 

12 #1 1 4~240T^; SEBB^Jli, B2#J 1 3 CD 7 ^ 7 g?SB?'J (@B#I#^ 2 ) CO C 
5fc3gffl9fr ^ 1 T < 7 m&£r5 o # 3c L ®mt & Z> . 
[0 0 2 7] 

13 : IIGGSSSLPGSHP 
Ufll 14 : I IGGSSSLPGSH 
IB?'J 15: IIGGSSSLPGS 
gB?'J 16: IIGGSSSLPG 
SB^rj 17 : I IGGSSSLP 
SHffJ 18: IIGGSSSL 
MPl 1 9 : I I G G S S S 
mtn 2 0 : I I G G S S 

2 1 : I I G G S 
@B?'J 2 2: I I G G 
@B ?rj 2 3: I I G 
§B#J2 4:11 
[0 0 2 8] 

*feffittSHGFA{Cii#ft-ti:f^ttSHGFA©*IC#«tS7^ 7 i?S3 

mthx. hg f Atffsg^^ y ^ v m.<Dmmm%iT < j $?^3&x.T407#gco 

[ 0 0 2 9 ] 

ftB> :, J l: •". : ; ; k :<;: :\ :\ :\ : . :\ ' ' :\ ! ! ( i - : S S S ' . ' ' • . ': S '. : : 



#2000-370435 

[0 0 3 0] 

ITKLH (ic-fc-)l • 'J>^*;h-^J/7-» , B S A ( ^7 i/jfil^f T ;i/ 
, ova (tA;i/y^» &£<&MBK*fcttii^^#lC^$i*£:fc 
®^MMMi:bT^t53i:^ltLv^ mz.lt* BB?'J l fr^WJ l 2 fc 
§B«S4xfe^^^ K(Z)N ^SglCS ^iCi/X^-T > L^&tf), SH^I 1 3 fr£> 

?fJ2 5 fCfE«£*l7^:/^ K^N3£3lB£feteC^iffiCi/X^ > £ tt^D L tc ^ 7 
K & "a$c L, P I E R C E £fclmject Maleimide Activated Carrier Proteins 

[0 0 3 1 ] 

tfrmPI 1 7b^@H^j2 5 fC*fj£Lfc c DNAt^t U T-£:&£®£HCcZ) c D 

n a K^iife-a-Lfcife^gaa&ii^x^ 
u-t^£t>i^u 2 ^tc^sHG f Anmmm^mm. mm 

■f&ttmt tttjffflt-5'i:^tii*S„ IH^'J2 5(7)4: -5^^^^ Ktt> 

MUX* fcttiitSWU ltSfflt5ii:^tfl*^ 0 
[0 0 3 2] 

<2>MHGFA&^IIMIHG F A £ L & V-v / 

i^T -ft > -h. ffi »< 'f.' T : r. r? \ ^ nr . x ^ j - -f , ^ - tf, .py iV.t /r >J ;. 1? fffr t 1 !"f V '. \ 

[0 0 3 3 ] 



.'CmI'iH^ 2 0 0 1 - 3 0 8 0 3 0-1 



#2000-370435 

[0 0 3 4] 

emu, iiLfefaifc^tsMi^WitfMici^tsi-eiit^ 

[0 0 3 5] 

M&Bti&<DW£LX, P3 (p3/x63-Ag8) , P3U1, NS-1 , MPC-11, SP2/0, FO, x 
63.6.5.3, S194, R210^(Z)#fifll*WjSg^^M $ tlS. iffljlSiK^tt-JRKff *) tlT 

<^ r#?n->ifti|?-ir;i/j (3*»E*t»+r>Tf7fy* 1987 

SPifilclliiaSiBl^ffiiiM & iDA S r <>: icHMI" & 3 #T* £ £ = $fflJM-£f£}I#j 
lilt -fe >af>f ^-r ;b7>^>¥^J5>^-*iooo-60oo(Z)^ 01 ; u>^'u 
£#Wb4i£ 0 3 (DBS, Ktctt^a&^&K&sfcabic, ^*^;ux;b*3f K 

, : . Vrjil :!•:•• h'i ■ ■'■>' '. ■ 

[ 0 0 3 6 ] 

i:,!!:"')^! ft Wife '.. "J vJHKi :'>,'>il!i, MM I - : » : -i MKMiYyiM •};jO'-v; '5 ^HUv'': 



fHJiHW 2 0 0 1 - 3 0 8 0 3 0 -1 



#2000—370435 

mzmm-tzzttfm^ m^mtmn, ^s&'jtikm (fbs) m^^m^mm 

LTJSV^fcjtf U x^-U>^U 2 0%^£ 5 0 L < 

te3 OTC^f, 3 7'C-e lftfrb 1 OMMlS^tSr^fCiotllltS. « 

[0 0 3 7] 

®^^ij-->^U IK^bfe^ttiHGFA, **SttMHGFAfc 
GFAtt(»ttiHGFA^X^ U ^MtrtJRfc btfflK ^;ft^(7)X 

[0 0 3 8] 

JlttlfttCli, H G F A & a 7 v - ^ > y'^ i/ - h iC #f 5 it, BS 

T, MHGFA^ilt^^&Mbt^oA-^^'J K-v^^grj-r^., 
£ <MC, JUBij^tife/W y; K-Vic*f U ^ttSHGFA$:A^U-->^ 

-/ t- - ht£ ^tl^fr^+J- R S A *£T--/n >v * v >•/• i +- t (D -k-'Ckw - --n /;v^ff- 

a * l e l i s a mm (D-jv-v izmm l tsj^ $ +#&?ft?f^fN& 



tfUF.#2 0 0 1 



- 3 0 8 0 3 0 -1 



#2000—370435 

[0 0 3 9 ] 

K3tlfcA>f^iJ K-V;tfjg£i-$tfifl;tcWUTtt, $ & CiSffiSH G F A fc£ 
J5S L M H G F A £ ligJES l & v * - i: & fiSigf -5 £ & ^ . 

[0 0 4 0] 

m h ti t=. j\ >f ^ >r y K - v (i, tm^M & ic J: y * n - - y y f 5 i £ (c J: y 
(I gG) ^r^jH^fc FBS5: l~5%ISMfeM^ctt|Sliim^ffl^ 
£Balb/CV^X££teBalb/c(nu/nu) T^^ffll^ftCiib, 10 0^^14 

©M^oyy ymm&zm^tut&<. m?m. m&#wm. sKyx^u># 

(t -7° □ -T > G tiHtt^r l t- ~? ~7 s — ^ v — ^ n v K f =, -> / _ \- y n fjf„- -r ~ 

L U -i 1 ] 

<3>jSftSHG F A£|gfiL;fMttSHG F A fc^fClftlcSg^ L -te^tf V >7 □ 



fl'nlil':# 2 0 0 1-3 0 8 0 3 0 -1 



^2000-370435 

hg f a zft&mmmt Lxm^\ mt>tit~ft&mm&%:<7)tfv ^u-±^mw- 

[0 0 4 2] 

o M;U£> Srfj^L^BS^J 1 <3 2 5 £ ^ tf F£3f -v U 7 — 

[0 0 4 3] 

a 

[0 0 4 4 ] 

ft. ^ H G F A & L * vft+t ¥ H G F \ *• ff f*j r ^ P ! * u * ' ' * ^ - •+- » 

v- I- '/ :> / f - , it* /K 7 □ "7 h V "/ V -f - , 'jf gl^D'/hy-y'/f-, $ 

^ hf ' - . * >i \it *c & # . ( Xi vli '*c .<£ # >i< ;o' ; ^ ;f;>4; ! I 



flUtf.f* 2 0 0 1 



- 3 0 8 0 3 0-1 



#2000—370435 
frW&li&ai-'Dt L T , mftm HGFAife te^m'&m HGFA?: mfeit L 

8tis«:fl§^fer7-f-f -*7A)n7h^77^ e>ns. M/ttf> 

£ftLfefflfl|S:M^fe77Y-f^ -^D7^77Y -^Hifet-^o d(Z)77& 
[0 0 4 5 ] 

m*-2><, r©77-f-f^-^o7hy77-f-«i:L/T, wh 

G F A#Mlft&mMg|5&h#;^6ft<2>7^ 

rfcfc "TIB W*.it* su^LfegH^J l fr£>ffi#F2 5<zn^ftjb>-«8JSU: 

£@5efbL£ffiBM&M^fcr:7>r--r>f -?dv h^7^ -tfffJM RTfB-e&S 

A#a»sK'J 7n-t;«&«^t577Y-f^-7n-7 h y^?-r -jg© 
Hfc-ftEfittfc lT^tSIt^ffi*5„ BB#J 2 5 J: o t&l-f* K£ 

S77^-f^ -^n?h^77^ -ffi©@)t'ffcMiS#i: LtftMt5it«5ffi 

[0 0 4 6 ] 

<4 >SttS H G F A $r#MMi:l^t § S S 

fStt 3? H G F A & ftMWizmfe -t $> 77 & £ its ffi&m H G F A #Hlft*7t& £ , 
fflH G F A &Sf6$tSif^^M?:I*tS 0 fS 

ft ^ H G F A % m ft ' T^ffr W f V H G F M t 1? ff M i ' tt iflil ' A* O - *• K to l - 

MiWi^l'i/nMIl G F A £ ai£ f J-. £ £ & & Vi; 1" 3 $ V & & #r # iii, ffl'AzJjtk* T 

;!U'G ! f[rrccto4Gi^G')[Gii-^-ti^^ f^Gi, iVr^.'TG! (J A **mitt;:*fc.T, 



iWtfM 2 0 0 l 



- 3 0 8 0 3 0 l 



#2000-370435 

[0 0 4 7] 

hg f A^©ffls^^tait^r t.*j^MT~$>%, mmy'^x^y&m'mmz 

F A £ ^41" S Zl £ & nSM V $> Z> 0 
[0 0 4 8] 

fStti H G F A S^MWtCilSt S 3 nsM, WiiffifilHG 

fl^tlSFa btL<li^7°y>^IiiCJ;oTl#6n5F (ab") 2 tfeliF ( 
a b f ) CDmm*W~Dfrmft$:M^T*j&\<\ *fc|gffilHGFAS:gI« 
ttlHG F ASrH@WlC|g[|KL«:VN'f4M$:^'rS^(7)WT^r : fo, *3g^C^£*l 
•5>o IX.H ^ttMHGFA#MWm^COH^i:LmC0MnT^K^-r>l^(Z)^ffi 
(CDR) £ fettSnTIE1ia«e«:^«:^t;Wf>i 

f n n i n 1 

rS-MH G F a &*$SS4fl«jicijliJ5i£-rs ATOot, ( l ) rSfF.^H g f a#m 



iT.JififtF 2 0 0 1 - 8 0 8 0 8 0 1 



#2000—370435 
SIS 3 it, Mra&M$tl»Ig, (2) ft££JE^&#8ILfc&, 

[0 0 5 0] 

?SttSHGFA5:#M^:ISt5^t-$)oT> (1) fS'ttM H G F A ft 

oKI> M^©iSftiHG F A£M£5£it, &&£/£4&&£fifc<*i±£Xig, ( 
2) MS»(Z)HG F A S^n^St^i: 

[0 0 5 1 ] 

TffittSHGFAftHftsK'J ?D-t;WX(i?SttSHGF A^HW^y 

yn^>m. Z1<Z)#, ffittSHG F A Sr^tf Sill LTBffi±T 

ft#JEj£»&^/*3lirfc«lCiJfei*?-5 0 »CtC HG F A &|g|»-r«SaKsKU ? 

M^*©JSffiSHGFAil:j«€t5ii:A«ffi*S. 
[0 0 5 2 ] 

- - -r-fipm-t 7 "+f ' I ^ r-r __)- M hW/fc* *- [+3= ; ^ n ... -f- „ fry f ,, n fn? ^ u j-j. 

U T - M , 13 - X -f * > 9 - tf & if </>SM* ctJ;i>U 7 ;u b^tf > 

;i ■ o <L: 7- tg )'t v% n -C - t : . ; . ' 1 < ■ . : '~ ; • ^ ::; o -=> s r v 



M'uifF.W 2 0 0 1 



- 3 0 8 0 3 0 1 



#2000-370435 

^UT-if, JObn-.Xtf^rS/^-if, 7 frit V y ir >f 
[0 0 5 3] 

> SftSHGFA&lgitlMtSIh&MhtS, W»>yht 

jfp^> w^, mm. *g&ikte£&>£~?z>mm\%w<n 
ttSHG f ASrira^^fetitftm-tscihicj: y, ssfia©«fc e> sift m-r 

33 £#T#£ 0 #5§fBtCfcv*TW:, M S: i Wi t S S W(7)ffiffi§? H G F 

□ 

[0 0 5 4] 

^ftWlCtt, S^ffrfS, HPLC& #iiJ7A^D?h^77^ 

#17U~, f-y^, Ili^^X^^ftftgS^SM^, WHGFA 

A- -flu * '+ tvjr Mr -f- r - ' - h n m t- r -t- .., k ^ ^-)n^!+'i\ t 1 ~ f- 

/I'.-Todp-y htfW c>tiZ>, f/itti: LTli, hu jd cy) iVi'M II G I- A & L <f 
■M H g I- A £ 3i It W l ft v ^ f/iffc co 4> ft < £ =fe> - - o & J: tfm v Mb ti s 0 

r - - i 

2 2 ,'[', 2 0 0 1- 3 0 8 0 3 0 -1 



#2000-370435 

ffittiHG F A£#M6U&C?ftl5£1-£= 5 Py K'feot, (1) MHGFAi: 

?SffiMHGFAi:^$it> &3gJ£j»££j&£i±£:i:3g, (2) $L&fcfo®Z 
MSH:W©HGFA&ilt5gIMi:^$t6lg, & 

[0 0 5 6] 

?SttSHGFA$:#IW{:l^t§^-y ht^ot, (1) ffittiHGFAi: 

5MI5:tftcp©ffittSHGFAhM^1i, &i©y£J»££^£-fc!:<g>:r^ ( 
2) ft&fcmm*frMLtL'&, MS»©HGF A^gltof^Mi: 
MM&^^it^li, (3) #L&)xmm*ftMLt^ ft& 

[0 0 5 7] 

Mi, 'p&< t^lSttiHGFAilM^; ^ n-^;i/Xtt^'(4MH 

G F A^JH^D V U-TJlffifoZ'Sfr. S£tC, vSttMHGF A§:^m^Actt 
> ItWffittSHGFA, WSHGFA, 

-/w if y> 4 1 0 ••/ h i . I i . 4/ * L < I i . \ : .«!! L f- ft. : i ( :• i •' A ■*>. ¥k l\ \ £ t- ii 



r'Pr .iti .'4 -V 2 0 0 1 



- 3 0 8 0 3 0 -1 



#2000-370435 

[0 0 5 8] 

##»tt#tcK^3 4x"r, ,*m jr, am, im, mm<Dmmmm 

[0 0 5 9] 

I©<»tUtt$^WS. Itt-MIl, HUH1&&j»J« 

[0 0 6 0] 

* tc ffi'&m H G F A l±, fgttM HGFA©M5:#i»i: UM 1" 5 

#fr * FT G F A {- t U 3 f ^ JH r r* P W- * r7) r/rfi^ w > 

L ^ ■ktiimtt&rm ki-i L l w0>£«brStt*!H g i-' a on^n-.kWM 

t 6 tfcmt. £f£ tpT' tt'M f 5 rS'ttM f I G F £ flJffl L , fgft® HGFi; 

; tJ 0' :: 5 4i • .r 2*; •; ■ • m& ' uow/asr.r.T : > x * > •• f y ? 



lV,tfM 2 o o l 



- 3 0 8 0 3 0 l 



#2000—370435 
■4 >3-/KU-ff K\ HGFffl^gf ( 1 9 9 8 ^miS) ;* -r >f # ;i/ U l^n 

fb T? <fe -2> „ 

-tWP 1-4) {i^^fb (J. Biol. Chem., 271:3615-3618 (1996)) (CfB 
*£4xT^-s>#\ I0P1 -4^#W:?S&MHGFAfcJ:tf*?Sf£MHGF A<Z) 

It^ttSH G F A^#UC#« 1 5 1 1 ^ }gftSHGFA©fSttfllS!l©fc 

*(ci*TM©P l -4m^^^M^#x.^ti^ 0 3*uc#fu ^IgfjBcaiSffi 
*Ft#(Z)t: h-fbli, MA If #^1 1-506327 & £lCfB«c3*lT^£!!i^#lC<fc 

< #j e> ti # & f c «fc o t m. m -r & z. n # r % & „ 

[0 0 6 1 ] 

< 7 >?SftiHGFA5:IftSfe«)0lIMfi<ttFSif 

mm l < \,tm.m. itm* t^ym^m, ^/^vyitm. edta^*^ Mm 

[0 0 6 2] 

ft. si h g f a £ ^ m * t it igtstftffl^M^csita^ro^Dfr- 

; l-i * - £sjs/jn t o '7;i; t I'i i * fWJ;L i fr'OflJJOTts i :J*fKWf i.- 



f.fiAfiW 2 0 0 1 - 3 0 8 0 3 0 -1 



#2000-370435 

l fc^nn ic » -r z> t & *? ■=> ti s „ # tc & ^ ^ c y ;b # h □ a 

[0 0 6 3] 

< 8 >?S'f$M h g f a tc^-r s^Dfy-t'-ot^^-^^^u--^ y-ftm 

jgffilHGFA&SltSSiifttffcot, WSHGF A Sr^SflftJCigiN: 

M-rsciiitcj: sttSHGF AtcML/TM-r-syn^-r-if^r 

[0 0 6 4] 

G F A £ D ^ 7 - if >f y \L tT * - (7) % £ IS ffi L & ^ fit fls £ 38 3ft "f S 3 h { C 
[0 0 6 5] 

±HHX^7 y ITMWCtt, (1) ft§'f£M HG FA^fffl^Df 

7-i?-f >tif*-©#i«ii3a;sfb^ft : &«B-&LTSjSSi±sxs, (2) rgtt 

SHGF Aii^n^r-if-T >t ^-©teWfcfc&ffc^&Srffi-^LfcfctfHC^ 
U ?SffiS!HGFAS:gat5fiift-e*oT, *?SteSH G F A fclgRWlCSMH 

i£-f> ?SttSHG f A^^n^r-if-f >t fcrtf-cD&^tt&SSRLfcv^ ./ # 

□ -f-;bm^$:^*0i-SXS, (3) #L&fcfom*ftmLfc&s ffittiHGFA 

- -t. tf T 'R> r/ [-."; f 7 ,*- <r> flf- ^ ftfr m -f - y.-'-f-'.- » >+ ft? I ; >, / -v v - 

)t ^ iW 7 -y t'i> < A J -/ □ -y -r ■< > 1' A J ?D7h i£> 5> -r -v ? ^ <g£ 



, , f*,.lil : .W2 0 0 l 



- 3 0 <S 0 3 0 -l 



#2000-370435 
T*&£. MAl«iHGFA^II§|tSfilMoT, ^vSffiM H G F A 

^^^ftW^ftlCtSffiMHGFASr^tf^^W&agL, £5 £ >? ± ) MD B# m U 

it zmw? & z £ (c j; y y n t- 7 - -feV > n tf * - & 7, v u - - > ^'^--5 3 i: # 

[0 0 6 6] 

atCJ:oti?)tll>Fabtfeij:^^i/>^li:J:oTf|^^SF (ab') 0 & 

l<f (ab*) <DMM%:w-Dt=.mfo$:m^T*j&\ / \ tr^^^vmm-t^^ 

[0 0 6 7] 
[0 0 6 8] 

[mmm i ] ^m&m hcfajsj: ztm&m hgfa co^m 

^fSttSHGFA©i^(t ^F^¥6-153946(CfB«$4xTVN^,HG F Affimfo 
FtSHGF A cDNA^ftML, # ^¥6-153966 (C IB* $ tlfe^&JC 
^C, ffii^MttiH G F A ^ i: o Iff ^ fe„ ~f&t)%sf m 

ttlHG F A(/)MmikCD±£k-£foZ> 6 5 5 7 5. Ft5H G F A c D 

NA£, ^i£fC£ US^MI^jt^ P c DN A 3. 1 (Invitrogen 

[0 0 6 9] 

t f- ** HJ < - 1 *i — i> • w - -7- , N /, -7 v !?CT l't ?J|r !?/.t : f t -l' " - +=- r iftfr^U' 

K£#JML, HGFA c DN A$:%|ilT^5C H O MM & MiR L fc „ -T&fc 

*>10<) ' K m I * i' i. ; t; h ;, % T.JJft : }lm.^s t+ :•] ]< I.) !• fa'^'i v;/ : 



M'ciiH^jF 2 0 0 1- 3 0 8 0 3 0 -1 



#2000—370435 

m) mm*. 5% co 2 t, 3 7x:izx^^m^mm^mmLf=. a z^izmm 

LtHGFA c DN A£?gJaLT^£CHO«£l00 ( uM^7T : EX# 7hi 
i/U-h, AOO^g/ml^Trv-r 5%^flii^ifa»£:^frE RD F (}§3fC 

[0 0 7 0] 

mbtitzmm±m$:7 4 jvz-mm^ iomM edta, iomM^>xr ^ 100 

7^7.$ v h^i/U-h, h U >H - ,1000KIU/mlT 7° 

n^r.>?:-g-^7°P^y--e-r >ttf#-£-gsftJU £ <^C0.5MH^3giji& (p 
H4.5) 5:WSiti:<i:U, ^*_tmtf> p H £ftj5.8&cMSI L fe D rco^*_t 

tS, lOOmM NaCl&-^fr50mMI^;lg«f$t (pH5.5) T'^M L f^mit^ U V 
T^yjl^L* IC^&DU lOOmM NaCl Z<£ti50uHmmi&ffiWL ( 

PH5.5) "etJfe^&ff ofe. 500mM NaCl, 0.05% CHAPS (3- [(3-cholamidop 

ropyl)dimethylammonio] propanesulfonic acid) $r^tj50mM U h U ^ A|§ 

fftt (PH7.5) T*?gffiglf££fT^ ^ttSHGFAl^^:. 
[0 0 7 1 ] 

«e>*lfcllff4H;J:, 150mM NaCl&^tf50«MU >Bft^ h U ?A««?R (pH7.5) 
a«f«, A6€; ?n-t«77^^f^-iJ7A (T*f?>, J- Biol. C 
hem., 268:22927-22932 (1993)) tC^^fe^tC, 50nMy U S> > -HCl (pH3.0)i^K 
fcTigffi&fTofc. #^tlfe^?S'f4MHG F Aa^«100mM NaCl, 0.05% CHAPS 
Sr^-fclOmMU >gft-t" h V -7 A&ffiftt (pH7.3) fCfi^Lfc. Z\CO — SIHiT/n 

- iz'^f > t tf # - t* $> & y )\> a v u a > &^*g^4o # \nc& s mWiM lt, 

£>* h n y hf > £ L 37°C T ftftfcfo £ -& S r h fC J: U ?g'f4M36kDa HGFA & y # 

* £ T ;i # h □ s > £ iijs /JII L & /J> f_ ^ iVr-fl : . "i ,J . IKiFAOR, lit i I'" A ^ # 
-r^ ffSJrtTl/lOOMco S D >tf >fcJ:£>*lOAg/"ltf>-r3r* N9>flKfifc£^j&tlL 

, :-.7 r • ••> ~Z :•. /j-^k •:' '-±'1 S. . ; : V-^\ a lie.!-' A i\' t f z . '/> \l n l V>. i : 



MinV.W ^ 0 0 1 - 3 0 8 0 .7 0 -1 



#2000-370435 

g FAi^ii^nfnm a 6 ^ j v □-t«T7^_^fY u\z 

TmW&^ lOOmM NaCl, 0.05% CHAPS & 1 OmM V h U V Alfl (pH7.3 

) T'^ffitf; LfeAsahipak GS 5 2 0 HQ*7A (Bg^mXttSl) £££fflL£HPL 
Ctftf^SrHJISLttfe. "?S'f4M36kDa HGFA& J: t>*?|§'ttM98kDa HGFA L T, -40°CT 

[0 0 7 3 ] 

LISA^l/- h<z>f1MR 
^jS6M 1 T*f£3Sl/7c?gfxM36kDa HGFAi; 7c liiS&M98KDa HGF£/Wyj K — 

* v --y^m^mn it, 1 ^ g /m 1 icfc5«tc£Jiwu >®? 

(PBS(-)) fC#IK^ 96well^U- h <Z) >7 x ;WC 100 # 1 "To^iUL/ 
7c„ itOtfe, 4°CTtCT 2 4 ir B TOLT, #*faK&96* x;!/^ h {CP&*£ 

SAj hlS-T) Sr-^tfPBS(-)S:250Mli*oC/x;i/JC»iDLT, 4°CtCT-^(12 

MHGFAX^ 'J-l>^EL I SA7°U-btlT, 4°CTtCT^#L 
fc. 

[0 0 7 4] 

-77. £%M 1 T?f^Lfe^?SttiHGF A £/W 7*'J K-V* ? U - -1/ >f 
ffl«tbT, SHIS 1 n/m HC^S«ICPBS(-)^#3RL 7c = r0>ffe, 96 

}ftM£96? 3L)V7is- MC® I«#f7^- hi: »J?8?RS:Bfc£, 

5% BSA£^frPBS(-) £250/* If o7x;HCii!lDlt4-C(:T-M (12^r^S 

JS) , £7cl£37°ClCT 2^raa±^3< r^JCJ; »J "^D -y ^> ^iftf^Srtf 

w- ^'J t i n i." \ -7 >r " - ■ — - f nr r-- t t q \ -f < . . t, \. i — 1 »/~ "t.- ' - -r fti>. /,- » 

fiii (J L tZ: 

[ 0 0 7 5 ] 



■1 9 



MniiHW 2 0 0 1 - 3 0 8 0 3 0 -1 



#2000-370435 
HS&M 1 T?f£53fl/ t-?g't4M36kDa HGFA100 fig£.ft t£98KDa HGFA100 /z g£-^ft?§ 

t5i«iewtc2araisBi^ 6iaa^ufc 0 ^^^(D^m^^m^m^bx^^ z. 

fc&»38«^ lOO^gCDHG F A&-£t?jg*£M»lRWlC«-£Ofc. 3 EHgtcMi 

1987^m/&) tC|£v\ ^'Jxfi>^J 3-;M500£^/SLT, JMi<M£^ 
xn- v-,HHflgP3Uli:Mi6^Si±, 96? aLjlzJ* U- h iC&A&H A Tigi&Zmu 

it 1 4 Bmommzft-ot-* 

[0 0 7 6] 

it^A^^J K-V(D^SfJ?:fTofe 0 t«;t)^»j2 l?f^^Lfe36kDa HGFA 
££tt?£'|£M98KDa HGFA^? ij -1>^E L I S Ay°U~ hlZftLX. 

[0 0 7 7] 

0.05% Tween20£^frPBS(-)?K (J^T rpBSTftu ^Hfcl") £M^T + 

^&?ft?t£fT&<A, HRP (®^:b£t>*^;i^3f Slitiy ^ V^yUgG 

•Fc^'J ? n (DAKOtt) 1 fi g/ml ;£> J; 1 % BSA £ ^ frPBS(-) £ 100 

fE£fTofc|&, 0.4mg/ml^;i/ h7i-l/>i/7^ > (OPD, Sigmaft; P-9029) £ 

£m.oi5~o.o3%mmikykmmm*$tiv ^ym - v ymmmwL (phs.o) &g& 

r?" ri. *h -:flll R, 1or»nm ' ' -* ' - "7 M*f RC"A nm |-r •■ffifrf? ^ ^ 

f^CtC, Ilff!} £ft£vfrtM36kDa HGFA*fe(irfttt*!98KDa IIGFAtC #f L 'C /x 

^ ~cft-: ; ^ fz xifWV. 1 1 'r' \ a ' ----- f Mi !•: ! . i S A -7 u - k J : x Mf^i : 



;f'JiF. W 2 0 0 1 - 3 0 8 0 3, 0 1 



432000-370435 

'J K-T&ajRbfe. i; J: 'J, ?£'f£M36kDa HGFA$:fgffj"t"-5 

;i/Mft> ££li?S'[4M98KDa HGFA£§gfif * D-t^T&ot^ ^Ffg 

(77S/^A77;i/v*/Wtfj'll) tc . ^7 n -^;i/^^cd 

[0 0 7 9 ] 

] ?SttSHGFA#M^; ?n-t«©M«tt)Slf 

IZXftW • i^^tltSftSHGFA»€; 7;o-t«©^ 
/W D K-7^d-> AHGA-A , AHGA-Bfe i^AHGA-Ca^cD^E y ?D-^;i/ 
StttJCW'rSJEJStt&JBtfrLfc. Zl £JS« 2 lCTf£»LfciSttM36kDa 

HGFAt) L < li?SttM98KDa HGFAX ^ 'J-->^EL I SA^U- N * fctt^M 
ttSHGFAX^ U -n^ME L I SA7"1/- MC#f LT> /W K-V* 
U — y AHGA-A, AHGA-B& J; £>*AHGA-CE&^09^ J ? U jlfiCfoffi 1 fis/*HS£ 
1 %BSA£-^frPBS(-) £100^ If o"5x;H:»LT, 4 "CTKIT 2 B^fSJSU: 

[0 0 8 0 ] 

.TC&ffe, 0.05% Tween20&^t;PBS(-)?ft (gh r PBST$U £«&-T) &M^T + 

53 v &^£?f&v^ HRP«»ty s^ifivtfxigGjtfu * n--*-;bffitt (dako*±) i 

Ag/mlfcJctf 1 % BSA£#frPBS(-) 5: 100 ^ If o^xjUCiiBL, S^IC^MT' 
1 PBST»T?jfl5^lCgfe^f^&tf ofclfe, 0.4ig/ilt;i/h7i- 

-j fz ... 
[ 0 0 8 L ] 

r '"^. : N •• 'J!' ' : < -c- : : 'A. ill 1 .! ]•< iiHl-nm, „« .; 



,'I',,!iF.W2 0 0 1 



- 3 0 8 0 3 0 -1 
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*$&£650Mjc-rini£&:f?fcofc. i^5:0ii:^t o /W^JK-v^n 

— > AHGA-A, AHGA-Bfi*<7)=Ey ^0-^;b^f*tli, ?S'|4§i!36kDa HGFAfcjRj&U 
^fSttiHG F A£tt£fSU&fro£o ££./W7''J K-V*n->AHGA-Ctt, 
•?g'[4M98kDa HGFAilMJSU ^JSttSHG F AilliSiS L4^o Ac (01) „ - 
HG F AtC*f"rSBJE#«)^y * O -^l/ffift (7E10, Pl-4, A-l, A-6 , A-23 
,A-32, A-51, A-75) tCfflLT, '?SttM36kDa HGFAfc J: t>*^?SttSHG F A tC#t 

&a*U #$6i»-eff fctifc^ 7 ^n-t;^Mt:ffiM J HGFAi: 

[0 0 8 2] 

WJ5] Mf££!HGFA&#MWtCiH*U JSttSHGF A t^Df7 
^J&M3 tcra^S*lfe?SffiMHG F A&$mttJCSKf«U M1HGFA 

HifeM2-e#^Lfe?SttM36kDa HGFA£ f- ii?£tt^98KDa HGFAX^U- — 
fflELISA^l/-h®7*D y 3f> ^ □ r" 7 - if >f > t: kf # 

-"!!ife5t77^i! y h * is Is- b 200 #M£-^ tfPBS(-) £20/* li*o«?x;WC 
MlLT^ST? 1 B£fSfJ£l&£i2\ ffiftlHG FAtt7r?^* -yhii/U-h 

£ <z> j*£it:£: 0 r^g, jg^i-s/w 7 u k- -?<Dmm±m ^ 100 ^ 1 

/^x;HCT L & 4 °C T tc T 2 ^KSiS 2 it fc. 
[0 0 8 3 ] 

d(Z)^0.05% Tween20£^frPBS(-)$t TPBSTftg h B&"T) &Jg^T-f-#fcffi 

ft&ffte^* HRPflUKt^y^v^^igG^u fn--A-;i/^fr (DAKOtt) 1 #g/ii 

-h t ~>* i °£ RSA *- r^r t>pr:s r-^ i no „ | ^ - n, r 3s ?;n ' t\ r sKyjS ^ 1 ffi$f?3 

'/ i > vOl'D, Sigmafi: I'-tfUSW) n J: tfO . 0 lo - u . o;$%M&£ ffc/M^fffc & ? x 

V >fift*8ftf?fc (pIIo.O) £^nLT9£^CT 56feS:tf^ofe. 
[ 'si] 



MUif:^ 2 O 0 1 - 3 0 8 0 3 0 4 



#2000-370435 

ift:K650MlCTffl^&f?fcofc. r©X^'J-->^(Cj;U < v£'f£M36kDa HGFA 

@*±$£ ^HlKLTProteinA ^IS^ lfe77Y-f^-^nvh^ 
[0 0 8 5] 

m<£^MJ£tt£ft?#rL7c 0 * J Sfe#>J2{CT^Lfe?S'f±M36kDa HGFAX^U-^> 
^*^E LIS A7°l/- MC*f IT, O^M, 0.820 ^H, 7.40 /zM, 22.20 /x M, 2000 
^MC7)^Jg(7)^-77T ; EX^ 7h^i/l/~h £-^frPBS(-) £20/* 1 ? 11 fC 3*7)0 
LT^iST' 1 B^jKr^-ti:, ffittSHGF A^t77^7^ 'yM^b-Ft© 
m&foZBl&Zl±f~° Z(D&, 7W 7/U K- V? P ->AHGA-Dfi^(7)^ 7 ? O- 
^Jfittifa 1 /tg/"l, 1% BSA i3 i tXfS ^©iS^©f"7 7 : 6 7.? *y h U — h 
(O/zM, 0.820 AtM, 7.40/xM, 22.20/iM, 2000/zM) & ^frPBS(-) £ 100 /i 1 -f O 

i;k:»LT, 4 °ct(ct 2 B£r^±^£-£Ac 0 

[0 0 8 6 ] 

^COfL 0.05% Tween20^^t, > PBS(-)i^ (MT r PBST$U iUSi") £^T-P" 

#&?7fcrt£?T &<>\ HRPSiist:^ i/M-v-^^igG^u ? n --rfrfcik (dako*±) 1 

^g/»lJ3 <fct>* 1 % BSA £^t;PBS(-) £100^ l^o >7 :c U ^CIST 

1 PBST«3^C^?f^f££?7o7M&, 0.4mg/ml^;b F^i- 

L/>i/T^> (0PD, Sigmaft; P-9029) £ J: tKO. 015~0. 03%j^g£ft:7fc^?§|f£ £ -g- 

J->>t-^- i^c - it - ^*7j.fcf,f-flt; ^ p ti- ^;'f;/tn' -^'0'--'Fyrt: J !4 X)* ffr f ~ 

[ O 0 ,S 7 ] 



flU'iF-ftf 2 0 0 1 - 3 O 8 O 8 0 -1 



#2000-370435 

>AHGA-Dft3R£)^ j 9 u— return** ■JUtT-HJ y\z¥Z-X*$>Z>i-7T 

[0 0 8 8] 

HGF AicMt-^^'J ^n-^bffifrte, 1 TITO L 7c?S'f£M36kDa HG 

FA£ J:£>*?£<t4M98kDa HGFA& h 0*tC^^-(4M HGFA^-100 >a gToiM^" Lfz.t)<D%: 

SlHGFA3K'J^n-t^#^bfc. iCDlfe, H^tlfeHGF A/}f'J 9 U 
[0 0 8 9] 

[HWJ8] fflHGFA#S«^0fi 
»j4fgfflltA^^'U K — V ^7 D — > AHGA-A & :5|£ CO 7 9 U-1~)ltfitt. 
5:-»^lTftffllt 0 ,TC0^7 ? p-^-;i/fii^?:30^g/nil(Z)-a^(C^§ J; 
C)(C0.05M^^-M^^M«^ (PH9.6) izmML, 100 (i l/*7 aiJUZX 9 6 

Mf7°l/- h J: 1% BSA£itfrPBS(-) & 250-300 /i 

l/^ijl/fottb, 4^CtCT-M^ (12^^gS) ££M:37TCICT 2B$TOl± 
£^£ 0 360?° U- h^b77'n v 3r> 7"^?&£|&^ 0.15M NaCl, 0.1% CHAPS, 
0.05% Tween20, 0.05% Az ( y Vit± h U ^ A ) , 0.1% BSA , 20«M U NU 
^Aitt«?KpH7.5K:iS»S*lfe«^<©i8S (0, 0.69, 2.1, 6.2, 18.5, 55.6, 16 
7, 500 ng/ml) CD7§'f£M36kDaH G F A £ £ it ^V$'f4M98kDa HGFA&100/* 1 fo 

•ft fin ' 1 i " ' - -r */t o 1'." [V 1 - F>" r -\ -H- J '- 

d 500mM NaG I , 0 . 05% 1 ween 20 , ZOmM Tr i s-HG I pH7 . f> £ ffl/S tt'i rjfc 

i ;• A ' V ■ )\, >iit% ; // y ml f; j. ; : S.\ ^ ! : S ^ : 1 // I "■}'' ' " ; 



H'uliF.^f 2 O 0 1 - 3 0 8 0 3 0 1 
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[0 0 9 1 ] 

> (77i/fA7TiI/-7i/7yHtf^, 3-KRPN1231) & 2 0 0 0 4g#fR L 
1 % BSA£^frPBS(-) 5:100^ 1 To ? x.;WC» L , 5 £ IC^i&T* 1 

^> (OPD, Sigma*± P-9029) «fc tJ { 0.015~0.03XiaSftfb*lR?SIK Sr^tf 4f X> 

a*— u ymmmm (phs.o) £iooa6 i/«7i;i/fo»its?gictsjs^t, ig 

[0 0 9 2] 

I0tlN H 2 S0 4 ^$:100^ l/^x;i/f c»btSJS$:ih«), M^M^490 
mi, U 37 t U>XM^650nm&CTiftJ/££:?T&o fe» ^ C^)|g^ & H 3 tC^1" D EI 3 
AttHGFAOil, 0~500ng/ml(Z)|gffl-efa«Lfe o SI 3 B ItM 3 A &CgB L 7c 
H G F ACDWkS.(D O 13> 0—55 .6ng/ml (Z)^ffl ££l£A L L fz. a 
[0 0 9 3] 

[|HS£M9 ] MSAM*£tt£^'f£^HG F Ai©I^ 
Hi6M8^^Lfe?SffiMHGF Ail^I^&M^t, MSA 14 4 AC0 

l x mm l tc a £ rmmm s x \tm l r=. - rxm^m^ ic ^ □ y * > & n 

ot9 6^x;i/^°L/ - MCjfcf U 3o^7>b#)0.15M NaCl, 0.1% CHAPS, 0.05% Tw 
een20, 0.05% Az, 0.1% BSA, 20mM ij > h U ^ A,M'iMpH7 . 5 5:50 fx I 1* O *7 
x;WCg5#UU $ ^tC@SA(7)lfiltt^fe«Sm36kDa^ttMHG F A (0, 0.69, 
2.1, 6.2, 18.5, 55.6, 167, 500 ng/ml) £50/66 If O L 7c 0 ^CD^, 4 °C 
TlCT$j2^r^±J£fL>£-t!\ 500raM NaCl, 0.05% Tween 20, 20mM Tris-HCl pH 
%■ i'H t.V -i- r •>* :/ f f '0/ Af ,- n r ' — i • r. -f;. *> '< * + - f# t* fa; Wi " ^ • ' 

(-) £100 /z If 'J 9 x;U{C;^/)|| L , 3 7 C -i y*c3.K-% -i4f(C'C 2 U-'pImJ/xJ-Ino 

jkk hiawr^i^-M l t t- -ft & m ft *\ \\KvmM^ bis-fbr 

■1 is I- ~' 'V I _\ " 7 "">" 'L i ~>' ' \ "T 7 . ' * — K: N '. I'M 1 £ >' <?• 



,'H,itI : .W 2 0 0 1 - 3 O S () 3 0 -1 
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MLt=.l% BSA£^frPBS(-) £l00/z If o^7x;K:^iiDL, $ ^ IZ^WZ 1 ^ISI 
[0 0 9 4 ] 

OPD, Sigmaft; P-9029) £ J: t>*0 . 015-0 . 03%mmit7km&WL £ ^fr 9 X >g? - U 

ymmmm (phs.o) £ioo^i/?x;i/^o»lt^mct£/&£i±, ft&zfi 

&o7c 0 ^CD^IN H 2 S0 4 ^^§:100 / a l/^^;i/i-*o^*DLTM^$:ih*, MS 
M490nau U7 7L/>^!t^650niB(:tlg$:^/ J ;ot o 3(Z)^, S*t36kDa?g 
ffiiHG F A»S£*tf>f§fi*C £S4fc*il»&f£5gU ^AAi^^lg^I 
ffiLfeo £<Z>*§*&ei4 IC^f. «ISAJfil?»lCj3^Ttt, Ong/mlfr P,58.5ng/ml 
ST*0>*6ffl&^U ¥^J«19ng/mlT?$>ofe 0 
[0 0 9 5] 

immmi o] #it k ^sit utis* c it § ?stts h g f ai©i^ 

tt, ifA (tftfWR9 ¥^19ng/ml) fcJtK L TISttSH G F A<B»£#ift 
[0 0 9 6 ] 

m 1 ] 



as m mm i mm 2 mm 3 mm 4 m#s 



Bfc 'ft f-f 0010 1 r q o ion n 1119 o 9 o " 

$i 104.1 153.9 141.6 80. 9 105.4 

4>$5lg'§l 61.6 69.2 240.7 70.1 



#2000—370435 



Jft&£ 64.8 96.2 554.0 



[ 0 0 9 7 ] 

mftA&vitm, t^ymitm. ^\rtvy!fB.m^L<iZEDTAstm. tt=.iz 

EDTAM^tt, mmL, ^tl?tlZ4°C£fciZ3 7°CfCT 1 2 B3rR[fiM£ffc 
[0 0 9 8] 
[0 0 9 9] 

*»SttSHGF AOimfemt, A<DlttpmmiZ.fcW:2ftZ 
[0100] 
<110> Mitsubishi Chemical Corp. 

<i2o> m&mftmm%tem*T * r 4 * - * - Kft?zftm&ffi{££*(D&mm 



<140> 
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<160> 3 

<170> Patentln Ver. 2.0 

[0101] 
<210> 1 
<211> 13 
<212> PRT 

<213> Homo sapiens 

<400> 1 

Gly Arg Arg His Lys Lys Arg Thr Phe Leu Arg Pro Arg 

1 5 10 

[0 10 2] 
<210> 2 
<211> 13 
<212> PRT 

<213> Homo sapiens 

<400> 2 

lie lie Gly Gly Ser Ser Ser Leu Pro Gly Ser His pro 
1 5 10 

[0103] 

<210> 3 

. •<■> 1 i \ or 



213/ Homo sapiens 
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Gly Arg Arg His Lys Lys Arg Thr Phe Leu Arg Pro Arg He He Gly 

15 10 15 

Gly Ser Ser Ser Leu Pro Gly Ser His Pro 

20 25 

[02] ffittlHG F A£7UtT--£-( y\^¥9-h(DW.£;foh. =EJ 
V U - ±Jltftfo £ Z^M* 

[ EI 3 ] rS'ff M H G F A Wfe & IZ £ tf Z> vSttM HGFA^i^ffittSH 
GFAi:^; 9U-^)lffL<fr£.(DKl&&*:mLfcmT'2b& a i3AttHGFAffl 
0~500ng/mlC7)|gHT'ia*, EI 3 B £0 3 A tCfB L H G F A (DWiMOi 3 
0-55.6ng/n.ltf)igHS:ffiALT^Lfe o 
[EI4] «f&Ajfo$t«t»lC;J3tt5?SttMHG F AiCt^ N^'vAfc^Lfc 
EIT*&£ 0 

[EI 5] GtSA^lfiliff, ^:n>^jfit$t Vi'J>Al, E D T AjfoStlCfc 



M'ni'iF.W 2 0 0 1 - :: 0 8 0 3 o 
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100 200 300 400 
HGFA (ng/ml) 



500 



600 




0.000 
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[04] 
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uiiiiiiiini mi in ii i ii 1 1 



iiiiiiiiiiiiiiiiiiiiiiiinimiiiiiiniiii 
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H EDTAjfil^ 
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[mm: 

[MM] MHG F AZft^WiZMffiL. ^MlHGF At£||fC#UC 

HG F A|5SEft&3- KtSHG F A cDNA^ffflU 
Mm L fcffi&Att^ttM HGFA, MHHGFA$:^nr7- #US LX% 
?>nSffittSHGFAS:ffl^T, ffittlHG F AiC^ltOT^^t, ^fS't* 



MWiil:^ :•: 0 0 1 - 3 0 8 0 3 0 -1 
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ffi & A 



[000005968] 
1. 1I¥IH 1 9 9 4^10^200 

ft ffi m^tP^fflEA^P^^TS 5#2^ 



1 



,'[', ,i'[F.# 2 0 0 1- 3 0 8 O 3 0 1 



